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Administrative Instructions). «*nonzea oy this Authonty (see Rule 70. 1 6 and Section 607 of the 

Supplemental Box. application as filed, as indicated in item 4 of Box No. I and the 

SSKffi^^ .containrnga 
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1 - K. aXftaSlX^ff ° n ^ intemati °" a ' >"*»»«< * *• 'anguaga in which it was 

° ^nS1a» "owing ianguaga , 

□ international search (under Rules 12.3 and 23 1(b)) 

□ publication of the international application (under Rule 12 4) 

u international preliminary examination (under Rules 55.2 and/br 55.3) 

report as -originally filed- and are %™™ X ed XT? e £,% ,w " a "°" under Mlc "> '* — ">*""*> to in this 



Description, Pages 

1 " 31 as originally filed 

Claims, Numbers 

1 " 1 6 filed with telefax on 23. 1 1 .2004 



Drawings, Sheets 

1/2-2/2 



as originally filed 



□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

4 ' Pad ™E^!&rX£Z SH^SKSES T e f d to this report and ,isted b *'°- 

Supplemental Box (Rule 70.2(c)) considered to go beyond the disclosure as filed, as indicated in the 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* It item 4 applies, some or all of the3e sheets may ^ „ superseded „ 
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Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-12,14-16 


Industrial applicability (IA) 


Yes: 


Claims 


1-16 




No: 


Claims 





2. Citations and explanations (Rule 70.7): 
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c. h aTm» and drawings oron the 



question whether the 
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Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Reference is made to the following document: 

D1 : US-B1-6 221 398 (TROFAST JAN ET AL) 24 April 2001 (2001-04-24) 

1 . The present application refers to a process for the solidification of inorganic or 
organic compounds using an antisolvent solidification technique. 

2. Claims 1-12 

The present application does not meet the requirements of Article 33(1 ) PCT because 
A^^PcT ^ C ' aimS 1 " 12 d ° eS lnV °' Ve ^ lnV6ntiVe St0P ln the S6nSe ° f 
2.1- Independent method claim i 

Document D1, which is considered to represent the most relevant state of the art 
discloses (cf. column 2 line 63 - column 3 line 7; column 4 lines 24-54) a process for 
the preparation of respirable particles from which the subject-matter of claim 1 differs 
in that a membrane positioned in a membrane module is used. 

Document D1 discloses a process employing a porous filter and in particular a Pyrex 
Glass Filters of porosity grade 1 -4 (pores of 1 0-1 60 microns). 

Although the examples 1-8 column 5,6 of D1 show a batch type process, the process 
described in D1 is not limited exclusively to a batch type process. As a matter of fact 
it is a normal practice to illustrate a new process with examples made in a laboratory 
(see examples 1-5 pages 26-31 of the present application). No technical feature limits 
the process disclosed in document D1 as being exclusively a batch process So the 
process of document D1 could be interpreted for the man skilled in the art as beinq a 
continuous or a batch process. 
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The problem to be solved by the present Invention may therefore be regarded as to 
consider others types of porous media. 

The solution proposed in claim 1 of the present application cannot be considered as 
.nvolving an inventive step (Article 33(3) PCT) for the following reasons: 

The use of a membrane as a porous media and its positioning in a membrane module 
.s merely a sl.ght constructional change over the prior art document D1 which the 
skilled person would select, in accordance to circumstances, without the exercise of 
inventive skill, in order to solve the problem posed. 

2.2- dependent claims 2-12 

Dependent claims 2-12 do not contain any features which, in combination with the fea- 
tures of any claim to which they refer, meet the requirements of the PCT in resoect of 
inventive step. K 

3- Claims 13-15 

3.1- Independent claim 13 

The present application does not meet the requirements of Article 33(1 ) PCT because 
the subject-matter of claim 1 3 is not new in the sense of Article 33(2) PCT. 

Claims for products defined in terms of a process are allowable only if the products as 
such fulfil the requirements for patentability i.e inter alia that they are new and 
inventive. 

A product is not rendered novel merely by the fact that it is produced by means of a 
new process. 

So the passage "obtainable by the process of any one of claims 1-12" has no limiting 
effect on the scope of claim. 



With reference to the clarity problems exposed in Re Item VIII and to the 



above 
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comments, the features characterising the crystalline particles of the product claim 13 
ar©r 



- comprising at least one pharmaceutical compound 

- having a span of the particle size distribution of below 3 



With those characterising features, the man skilled in the art can only consider the 
subject-matter of claim 1 3 as being not new (Art. 33(2) PCT) 

3.2- dependent claims 14,15 

Dependent claims 14,15 do not contain any features which, in combination with the 
features of any claim to which they refer, meet the requirements of the PCT in respect 
of inventive step. H 

4- Claim 16 

The subject matter of use claim 1 6 is characterised only by the use of a process, which 
is not inventive, to produce a product, which is not new. 

tn^e3mt'^ aner ° f C ' aim 16 d ° eS inVO ' Ve ^ fnVentiVe St6P in the Sense of 



Be Item VIII 



Clarity (Art. 6 PCT) 



The term preferably" used in claim 13 has no limiting effect on the scope of the claim- 
that is to say, the feature following such an expression is to be regarded as entirely 
optional, thereby rendering the definition of the subject-matter of said claim unclear 
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Article 6 PCT. 
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1. Antisolvent solidification process for preparing a solid composition 
comprising at least one organic or inorganic compound, wherein a liquid 
medium comprising at least one dissolved organic or inorganic compound 
is forced through a membrane which is positioned in a membrane module 
into one or more antisolyents or wherein one or more antisolvents are 
forced through a membrane which is positioned in a membrane module 
into a liquid medium comprising at least one organic or inorganic 
compound, and whereby the pro cess is carried out as a continuous 
process , yielding a composition comprising solid particles comprising said 
organic and/or inorganic compound(s). 

2. A process according to claim 1 wherein the solidification is a 
crystallisation, the prepared solid particles are crystalline particles, the 
organic or inorganic compound is a crystallisable compound, and, 
optionally, said crystalline particles are recovered from the process. 

3. A process according to any one of claims 1-2 wherein the liquid medium is 
separated from the one or more antisolvents by means of nanofiltration 
and wherein, optionally, the liquid medium and/or the antisolvent(s) is/are 
recycled. 

4. A process according to any one of claims 1-3 wherein an emulsion is 
formed before said composition comprising solid particles is obtained. 

5. A process according to any one of claims 1-4 wherein a nonsolvent is 
present in the liquid medium and/or in the one or more antisolvents. 



A process according to any one of claims 1-5 wherein the organic or 
inorganic compound is selected from the group consisting of transition 
metal compounds, transition metal salts, alkali salts, alkali earth salts, fatty 
acids, proteins, saccharides, aminoacids, and pigments. 

A process according to any one of claims 1-6 wherein the solid particles 
essentially consist of particles of only one inorganic or organic compound. 

A process according to any one of claims 1-7 wherein the inorganic or 
organic compound is a pharmaceutical compound. 

A process according to claim 8 wherein the pharmaceutical compound is 
selected from the group consisting of tibolone, progesterone, desogestrel, 
and 3-keto-desogestrel (etonogestrel). 

A process according to any one of claims 1-7 wherein the solid 
composition comprises a mixture of two or more pharmaceutical 
compounds. 

A process according to any one of claims 1-3 wherein a composition 
comprising solid particles is prepared, in which composition at least part of 
the particles consists of a core coated with one or more solid coatings of 
one or more organic or inorganic coating materials, by forcing a liquid 
medium comprising dissolved organic or inorganic coating material 
through a membrane into a suspension of particles to be coated in one or 
more antisolvent(s) for said coating material. 

A process according to claim 11 wherein the prepared solid composition 
comprises particles having a core comprising a pharmaceutical compound 
coated with at least one or more coating materials which comprise a 
pharmaceutical compound. 
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13. Crystalline particles obtainable by the process of any one of claims 1-12 
comprising at least one pharmaceutical compound which is preferably 
selected from the group consisting of tibolone, progesterone, desogestrel, 
and 3-keto-desogestrel (etonogestrel) showing only little and p reforahiy 
essentially no agglomeration anri h aving a snan of the nartirte 
distri bution immediately after the crystallisation steo of helnw a 

4. A pharmaceutical dosage form comprising crystalline particles according 
to 13. 

5. A pharmaceutical dosage form according to claim 14 wherein the dosage 
form is a tablet. 

6. Use of the process according to any one of claims 1-12 or the crystalline 
particles according to claim 13 in the preparation of a pharmaceutical 
dosage form. 



